Figure 1. Transcription Factor Expression by Embryonic Muscle Spindles (A-I) Time course of Egr3 (A, D, and G), Pea3 (B, E, and H), and Erm (C, F, and I) expression by intrafusal muscle fibers of hindlimb muscles of wild-type embryos at E15.5 (A-C), E16.5 (D-F), and E18.5 (G-I). (J) Expression of
We analyzed the expression pattern of two major isoof proprioceptive afferents.
To determine whether the presence of proprioceptive forms of Nrg1-one containing an Ig domain and the other containing a CRD domain-by in situ hybridization afferent fibers is required for the induction of Pea3, Egr3, At E12.5, the CRD-Nrg1 isoform was expressed by provide evidence that proprioceptive afferents coexpress the CRD-Nrg1 and Ig-Nrg1 isoforms of Nrg1, most or all DRG neurons, and this expression pattern persisted until at least E18.5 ( Figures 3C, 3F , 3I, and whereas cutaneous DRG neurons appear to express the CRD-Nrg1, but not the Ig-Nrg1 isoform. 3L). In contrast, expression of the Ig-Nrg1 isoform was first detected at E14.5, and between E14.5 and E18.5
Proprioceptive sensory, but not motor, neurons have been reported to induce muscle spindle differentiation it was restricted to a subpopulation of DRG neurons ( Figures 3B, 3E Figures 2I-2L) .
We next examined whether CRD-Nrg1 isoforms are required for the induction of early muscle spindle differenPrevious studies have shown that neuronally derived 
